


OESCRIPl l6N 
N8m AWlYUK (anapmlbde hydrochloride) 
Image Form 05 nw and 1 mg mpsufea for oral admlnlstratkn 
Wlw la(lndi@ah AGRrUN Capsules contain ehher 0.5 mg or 1 mo of anagmfhte base (as 
amgrallde hydrochlorfde). 
lwdlw Iagredleal% Ardtydr~u.s Lactase NF, CrosparMom N, Ladoss Mowhydrate NF, 
Maprwlum StearateNP, Mkrocfystalllna Celfubse NP, Povldone USP. 
PhamtaceMulcal cfassffkaron: Platalefmrblckg awlt. 
Cfmmlaal N&ta: 6.7dkhloro-l.5aihydrdmlda2~[i,l-blquiMlolln-2(3H)-one monobydro- 
chbrlda monoftydmte. 
hlolactdaefarmuIa: c,&cleN&wcyo 
Moleaularwelgbh 310.55 
Slrudaral bmula: 

Appsaranw: Wwhke powder. 
Solubltlly: Water. .._I.._ ............................................................... . Very alkMfy solubk 

Mmethyl ~uffoxtde . ..~..._.._.................~ ...................... SparlnLly soluble 
0l~0rrnamfd.s.” .......... ..“. . ..- .. I.. ..- ... ...“. ............ sparfn$y sofubk 

pkteletaggrega6on. 
Followhg oral arhdnktra6on c4 ‘C-ana~relida In peopk, more than 70% ot radfoactklty was 
reccwred In urine. Sased m  knited data there appears to be a band toward dose linear&’ 
betwaen doses of 0.5 m(l and 20 mg. At fasllastin~ and at a dose ot 0.5 mg d anagnlke, the pks- 
ma h&l-Me is 1.3 hoursThe avafkble plasma conccrcraUontfme dafaat steady ataN lnpatknts 
showedMat anagrende does not accunukta In pfasma aftar mpeafad admlnkfraffon The drug 
is extenshmtj mkabdisd: lenthan 1% ls remvend fntfte urine as anagrefkJe. 
WhenaObmgdosaolanagrelldswastlkena~erfoad,bbbnnilabUty(bassdmAUCvalus) 
was mcdest& reduced by an wera7a of 13.6% and its plasma h;llf-fffe slkhdy fnaeasd (to 1.6 
hours), when compared ufth dmg admlnktered to the same subkcts In the fasted state. The 
peak phsma keel was bwarsd by an avemgaof 45% and defayad by 2 hours. 
CLINICAL SNMES 
A total of 94.2 .mthots with myef@uull lbra6va dlsorrkn hcfudlno 651 patients wfth Esscnfff 
Thrombo@hemfa NT), 117 patknts with Pofjcythemla Van (PV). 176 patfents whh CfuoL 
Mydogemus L&em& (CML). and 66 patfmts whh otfw myefopmliferatka dlsordsrs (DMPO). 
w~etraatedwlthanaprdideinthreadlnkaltrtds.PaU~wlthOMWIncluded87 pa6antswho 
had MyGold Mabmfasla whb Myefofibmsis (MMM). and 4 patients who had unhnovm myeb- 
pmllleratke dkorden. 

Patlank Wrtfr ET, pv, CM1 or M M M w m  diagnosed based on tffe loflowlnp cdterfa 

.Pktektco”nlzno,wnrplo” .AlIncreasad~cellmars 
YMM 

- Myekflbmtk fhypwenulac 
fibrotic) bcm msm 

Patknts wera enmllaJ in cffnkaf trfak if tbafr pfatafef munt was z wO,GlfJ/pL ontwo owasbns 
or ~65QG6MpLonfwo occasiona wfthdocumentatkn ofsymptcmrassc&kd tih thrombo 
cythemfa The meanduration ofanagrefNeBam~for Ef, PV,CML, and GMPD patkntsviar65, 
67.40. and44 weeks. rsspectiwff, 23% d pa6anta raceivadtreatmentfor2years.Patfentswam 
treated with a~raflda starting at dosaf of 0.5-2.0 mg every 6 home. The doss was Increased 
if Me platelet count was II hkh. but to no more than 12 mg each day! Effkmy was d&ad as 
reducllon d platelet count to or near physiobdc bvefe (15O,OW-4oO,lKnYpl). Tfrs cdkrk for 
defining sub)ects as ‘responders” ware raductfon In Pkbkts 101 at lemt 4 weeks to 

sGOO,~~~~W& or by at last 5C% fmm baseline vake. SuL+?cN treated for 
warauotconshkredwatmbfa.ThsrasrfteamdepktadgmpbkNN~ 

Tlma an Daahnnt 
WWkS Years 

Battllne 4 12 24 46 2 3 4 
Mean 1131 663 575 526 484 460 437 457 
N  923’ SOS 814 662 530 407 207 55 

*x w/f&L 
+ Nine hundred and forly-hw subjects wfth myelcprolifsratiie disorders we enrofied in 

hrw research shrdfa. M  6fese, 923 had platelet carnts owr the duratfon of me studies. 
WFMLlN* was effcdive in phkbotomked paffents as weff as In patients heated with other con- 
cc&ant lhamplss lndudicg hydroxyurea. aspldn. lntedemn. re&wdive phosphorus, and 
aky!aUng agents. 
INDICATIDNS AND USAGE 
AGffnlNe Capsuks are indkated for the treatment of patients with thromboofthemk. aec- 
ocdarj to myekpmNwatlve disorders, to mduos the elevated platelet count and tha dsk of 
thmmborisandtoamsiiom~asscciatedsymptcmr~ludhg(hro~hsmor~agfcBvents (see 
CUNICAL STUDIES. DOSAGE and ADfiGNlSTru\TlON). 
WARNlN68 

bnagrdkte shoufd be used Wyh rautkn In patients wfth known or Suspected heart disease, and 
ontj ff the otantfN banafRs of therapy outwfgh the potentfal rkha. &cause of the posftke 
hrotropic B ecfa and a&-effects of amgrellde, a protmatmmt cardlovascufar exao$tkk$ 
recommeodsd along whh mraIul monltodng durbtg trmtmant In humans.-hen 
amgrelfde may cause cardk-mscufar effects, fnctudhg vasodllatfon. tacfward i!? palpitations. 
and conacatlw heart fallura 
Ew- 

It Is recunmanded tfrat patkrrh wiUr evldew of bepatk dyshmcticn (blrubin, SGOT, or mea- 
sures ot liver fumtkn r1.5 t&s the upper lhnh of normal) mcefv! anagrafide when, in the 
ph skian’s )u%nt. the potmtkf berietb of the 
dents shwkf 

outweigh the potantkl rfshe. These 
monlbmd dassty lor signs of hep8?tom wtdle rwehtng aoagrelfde (sac 

ADVERSE REACTIONS. fkpatk system). 

‘&i lateraaflanr G&flabilhy stud’us ev&tk 
s have not bmn conducted The mo ST 

possible fntemctfons between ana mXde 
and other d common me&cotfons used corkorn R  anffy 
wfth arragm!% have been asphk amtarrdnophen furmemlda. fron FardUdlne hydrowuraa 
and all urfncl. The most fre 
Allhd! - riY drag-to drug Men 

& usad como&rd cardkc medkation has*been digoxfn. 
on studies have not Man conducted, mere is no cfkkal evidence 

b suggest that anagnlfde intemcfe whbaty of tbesccompoosdr. 
Th~;h;;.singla case report whkh suggests that sucmlfate may interfere v&h anagmlde 

Feed has no clinkdly slgnNmnt effect on the b!wa5abllity of anagrelide. 
CardnoQanads. Muhrganaals. lmpairrasnf of FarfflNF. No Ion -term studies in anfmafs have 
been performed to evaluate carcfnogenk potentkl of aoaffralde hydrochloride. Anaorelffe I 
hydrochloride was not genotoxic In the Ames teat, the mouse fymphomacell(L5176Y, TN&) 
Iorward mutation test, the human lymphocyte chromosome aberration test, or the mouse 
mkronudeus test. AnagrNids hydrocbforhie at oral doses up to 240 m@rgAky ft.440 

ii!GZZii have no ell 
165 times the recommanded maximum human dose based on bcdy surface area) 

e ct on fertilily and reproductka srformance of mah rats. However, in 
femafa rats, at oral apses of 60 m  
mum human doss based on 

d 

p/day (360 mgAu’l ay. 49 times the recommended maxi- 
surfaa area) or hfgher. ft dlsru 

’ &ao’mfnktersdh kte 
d fmpfantatkn when 

acci;b&red fn earfy pregnancy and relarded or bfoched padurlkm 

Prwancy: Pragnncy category c. 

fn pregnant rats al oral doses up lo 
times the mmmmecdad madmum human dom based 

pragnanf rabbits at oraf doses up to 20 mgrlrglday 



omwd h lands raN rev&d that 
(2dGm@nVday,49thnsthamcom- 
arm) or hl@har dkruphd mpknktion 

Apsdnatdsml 
at oral dosas OF” 

at&b& 
64 rrt@g&y &I rnghf/day, 49 time.5 the ruxmmsmkd maahrrum human 

Normed in kmak rms rsveakd that anagrslde hydrochbride 

dosabwdonbodysu~sr~)orhigherp~~~~or~~ ofkwhnMon,dmGtsol 
s;ng ~re~nmt dsmo and lhelr hNy dmlopal fetusas, md &d modaNy ln the 

Fkc won& tecme 
Tmahnent was sto PJ 

rcgmnl wtdk on a~rellck b%atmant al doses of 1 to 4 mgday. 

hmilhy bat&. iem are no adequak and we601 
assoonas Swap maKmdNkttha werep~nanLAKdelhercdnorma1 

n? rolled sbrdks h rs 
AMgmKdehydmchlmide shouki lx useddudng pregnancy ontjifdw polent I &l!F 

nt womso 

the voknllel rkk to the khk. 
nelK /usliKes 

AMgnlideknotrccommenledkwomanwhoamormaybccwnep~nant.I f thkdmgis used 
during pre~naoc , OT N the patknt becomes megnant wtdk M&g this drclp the 
be afWked of tic potentkl ham to the fetus WOIW” of ckld-bsaring pota 

tknt should 
“I? al should be 

kstruekdthatth mustnotbd 
amgmlids. rulsgn !da may oause T 
Nunlng Mothsn: II knot hove whdher (his drug k exacted in htanan mlk &cause many 
drupsareexcrdedinhunan~kandbecausrolthspotenlallorsericusa~namactionknws- 
IWJ hlanls from amgreKde 

F 
ocbbrbde, a d&ion should be nude whetlwr to dkrxudirue 

nurskgortodkcor&uathe g.k~jngintaaocafntthe~portanctolthedrugto~smo~r. 
PadltWk lks The safe and ellkacy ot ana rekk in patknts under dw age ol16 yearn have 
not bean eskblkhed. yekpmlNemtke 91r dFi 
Anagrdkla has been used sucoes?hd$ In 

oden are uncommon h pedktrk patknts. 

mab and 6 female 
Pii 

12 pedktrk patkms (age range 6.6 to 17.4 yeam 6 

1 patkntwKh0M 
htcbrdl~ 8 patients wilh ET, 2 patknts wkh CM. 1 patknt wlh PV, and 
P&r&were stadedonthea 

d 10 mg Thsmedknduratlon oftreatment was 18. Y  it! 
w4thOdm qidtoa mauimum ddty dose 
months w  

Thme patknk realwd lredment for greater than three years. 
a range d3.l to 92months. 

Garktrk Nsm M  the total numberol subjects h cKnkal studies of AgryKn. 42.1% were 65 
years and over, while 14.% were 75 years and over. No overall dWereneas k sakty or elkc- 
tl~sn.ss we obserwrd between these subkcts and younger subjects. and other reported 
clhkal exp&nce has not MenKlkd dKferences In respmke between the elderly and younger 
patlenk, but greakrsensKMly ot some older indkkuals cannot be ruled out. 
ADVERSKN6ACTlDNS 

Dfthe 942patkntstreated with ana~reikle for a meandum6on of appmximately 65 weeks, 161 
(17%) weadihccntkwdimmthestudy becauseoiadversaevents wabnormai4bomtory test 
r&k. The most common adverse evantsior treatment dkcontbmation were headache. d&r- 
rhea, edema, pslpKatlon, and abdominal paln. OvaraIL the occurrsnc.e rata of all adversa events 
wee 17.9 per 1,066 trealment days. The occurrence rate of adverse events increased at higher 
dasanes of anaorellds. 
The most lreplentiy rspoded adverse reactions to anagreltde (in 5% or greater ot 942 patkots 
wKh myd 

o?kadache.. 
mKfwatlve disease) in ckdcal bkis wem: 

..... _ ........... .._..._..-I._.-......-...........-..........- ............ ..- 43.6% 
PalpHatkns.. ................ ..-.......~..................- ................................. ..26.1% 
Diarrhea.. ..................... ..-...-..-..-..~..............................-......-. _ .... 26.7% 

Adverst 

Asthenla l......_I.............-...~..~.....-~..~.......~..............- ............... ..- 23.1% 
Edema, other ...... I.. ............... .-....--I.........-. _I.” ..“. ...... . ... ..- ...... “2a6% 
Nausea. .._..................-..-...............-..-..~...-...~ .............................. 17.1% 
Abiiomlml Pah.. ........ .._.........................-...---......- ................. ._ ... 16.4% 
Dkzbwss _.............._.......-.-- .. -. .. .._......._..........- ........................... 16.4% 
Pain, other. .._.._......_.._........................”.....-......~ ............................ 15.0% 
oyspnea ..- ........ ...“. ........ ..- ..“. .......... _ ..-...- ... ...“. ............. ..” ...... ..ll.S 96 
Fktuknm.. .......... I.. ............... ..“. .... ..” ..-..- ........... ..- ..................... .10.2% 
VomiKng.” .- ............ ........._.I.._.__ .... ..~....._.........._..~...~..........~ .. 9.7% 
Fever.. ... ..~....._..-...........-..-.~.--...-.........--......~-.~......~.~.......~ ..... 6.9% 
Pedpheral Edema ..... .._.......-..I..-..-..-..-.............-..-..-.........~~..~ .. 6.5% 
Rash, Including urKwk _.._.._._......._.._.- ... _. .... ..__..._..............~ .. 6.3% 
chw vain ..-.” ...... - .._ .. - l.l...._....l...._ .... - _I....I..._ ..... -. .. .._ ... 7.8% 
Anorexia.. ..... I ....... .._..I..._._....~.....-..~.......~..........-. .- ........... I.. ... .7.7% 
Tachycardk.. .._._......._.....~.....“..............~...~..........- .... ..- ................ 7.5% 
P 

%  
................... ..“. ....... ..- ....... “..” ..“. ..I...........^ .................... 6.8% 

Mal 
ngltls.. 
e ....... .._.....~......~...................~..~.....~ ............. ._ .................... 6.4% 

Cough.. . ..-.....................~.-................~.....................-...- ............ .._. 63% 
Paresthesk ................................. ..~...........................................~...~ .5.9% 
Back Pain ................ .._......._ ..... .._ .............................. ..~ ................. 5.9% 
PrudtUS.. .................. ..- ................ ...“. .... ..- ........................................ 5.5% 
Dyspeps Ia.. ............................. .._...-” .......... ..-...........-. ................ .5.2% 

, eventswithan lnddence 011% to < 5% inckded: 
Bodvas Fk symptoms, chills. photos?nsiKvKy. 

ihylhmk hemoubape. hypertemion. cardiovmcukr disease, angha 
ural lrypoknskn. ihmmbosls. vascdibtatkn. mlgrake, syncopa 

M  
Constlpatton. GI dktross, 61 hemonhage. gastdtk, melena. apMhoos stom- 

He k IL Lvmdkilc Swtsm He k IL Lvmdkilc Swtsm: Anemia, duombocytovenia, ecchymosk. lymphadermpathy 
Pktlet counts below 100 ooO/pL occurred In 64 Pktlet counts below 100 ooO/pL occurred In 64 

kchymosk. lymphadermpathy. 
at lamS El: w  Pv: 9’ OMPD 46 atlamS El: w  Pv: 9’ OMPD 46 

bebw 56 OOGpL occuned In 44 patknts (ET: 7’ P\: 6 D&D: 3i) whlo on anagn bebw 56 OOGpL occuned In 44 patknts (ET: 7’ P\: 6 D&D: 3i) whlo on anagn 
reduction reduction 

Thromb&ylopmla prompttj recovered upon dtontkuaticn ot anagrelide. Thrombajtopmla prompttj recovered upon dtontkuati~ of enanrelidn 
1 1 de 6kmpy. de 6kmpy. 

H_Boilllc Elevated Kuer enzymes wsre observed In 3 patients (ET’ 2: OMPD. 1) during H_Boilllc Elevated Kuer enzymes wsre observed In ..__.. _..__ ..__ _, 
Muswloskeletal ArUmlgk, my&la. leg cramps 
&@x&&&m Depression. somnolence, coniuskn, insomnk, nervousness, amnesia. 
B  Dehydktlon. 
R&~&&&W Rhkitk epkhuk, resplmtory disease, sinusitk, pneumonk, bronddtk, 
asthma 
SWn Skh disease, akpeda. 
Swcial AmMyopia abnormal vision. tknitus. visual lkld abnonnalitj, diplopk. 
B  Dyswia. hsmaturie 

1 I I I I I 
0 10 20 30 40 50 

Permat d Eubieok nlh Ihns Ewnl 

hydroddoride at 2.500, t.560 and 200 
kth& Swtwtom~ of iruk tdcrtv were: %  

hg h mice, rats and 
remed motor &iv- 

Ye- 
in mice ard rsk 

T 
tid softened slools 6Rd decreased mpetik hi monheys 

e are no reperk of rwerdosage w&h amgreKde hydrochloride Pktekt redudion fmm ana- 
grelide tbompy IS dosbrebted’ thercbra thrombmylopuda, wkch can potentkIN cause 

kedlrg. k expected Nom overdosage. Shouk overdosage ocad, cardiac ad csntml nervous 
system toxldly can ako be expected 

DOSAG MD ADKtlNISTTlATlON 

To monltor the elled ol anaprelg and prevent the ocumance d thmmbocytopenk, pktekt 
caunlsshouldba~rfonnedeverytwodaysdud thefl~weekottraatmerlvwlgleastweek 
B thereafter until the makkmnce dosaoe Is reac %d 

NOW SUPPLIED 
AGRYLNP is amikble as: 
0.5 mg. opaque, white capsules Imprinted ’ 6 663” in bkck Ink 
NDC 54092.663-61 I bottle ot 166 
1 mg, 0 
NDC54~2-C&01 E bottk of to0 

que ray capsules hnprlnted ’ 6 064” In black ink: 

Store at 25’C (770 excuklork permitted to 1530°C (5996’F). in a IkM-mskknt contaker. 
[See USP Comrciled Room Temperature) 

Manufactured for 
Shire US Inc. 

. 

One Rkerlront Place 
Newport. KY 4tn7l 
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